to signals that disappeared due to the paramagnetic relaxation effect caused by haem iron. Filled boxes on the three crossbars represent direct interaction residues in the crystal lattice (corresponding to the colours used in Supplementary Fig. 3a ). The dashed box highlights the region of the tag sequence from the vector. Lower panel shows distance from Fe atoms of haem to individual amide nitrogens in A-A' dimer structure.
Supplementary Figure 8 Prediction of secondary structure of PGRMC1
The secondary structure of the apo-or haem-form of PGRMC1 was predicted by calculating the NMR data with TALOS+ program, and compared with X-ray crystallographic data. The length of the bars corresponds to the prediction probability of a residue to be helix or β-strand. Gray regions show the residues undetected because of effects of paramagnetic iron of the haem-form of PGRMC1. shown in Supplementary Fig. 11 at a protein concentration of 142 mol l -1 . Asterisk (*)
Supplementary Figure 9 ESI-MS analyses under denaturing conditions
shows unidentified oligomers which were observed only at the highest concentration of PGRMC1, as shown in Supplementary Fig. 11 .
Supplementary Figure 16 PGRMC1 C129S mutant forms dimer in HCT116 cells
FLAG-PGRMC1 wild-type (wt) or C129S (full length) was over-expressed in HCT116 cells and immunoprecipitated with anti-FLAG antibody-conjugated beads.
Co-immunoprecipitated proteins were detected by Western blotting. 
Preparation of recombinant proteins
Human CYP51, in which the N-terminal transmembrane anchor domain (residues 1-59) was replaced with the MAKKT sequence to prepare the soluble enzyme 3 , was expressed in HMS174 (Novagen). The enzyme was purified using a HiTrap column (GE Healthcare) with 50 mmol l -1 phosphate buffer (pH7.4) containing 20% glycerol, followed by a gel-filtration column (HiLoad 16/60 Superdex 200; GE Healthcare) 4 .
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